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DETAILED ACTION 

1 . Claims 1-6, 33, 37, and 39 have been amended. 
Claims 7, 8, and 64-67 have been canceled. 
Claim 70 has been added. 

Claims 2, 3, 5, 6, 9, 42-50, 61-63, and 69 remain withdrawn. 

2. Claims 1 , 4, 1 1 , 20, 21 , 28-33, 37-41 , 51 -66, 59, 60, 68, and 70 are under 
examination. 

3. The following office action contains NEW GROUNDS of Rejection. 

4. Applicant has requested rejoinder of Claims 2, 3, 5, 6, 9, and 33. Claims 9 and 
33 are hereby rejoined with the claims under examination because upon further 
consideration they read on the elected antibody and the 6 CDRs under examination. 
Claims 2, 3, 5, and 6 read on a portion of the elected CDRs, but not on all 6 elected 
CDRs. Therefore, these claims have not been rejoined for examination. 

Objections Withdrawn 

5. The objections to claims 37 and 40 as being of improper dependent form are 
withdrawn in view of applicant's amendment to the claims. 
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Rejections Withdrawn 

6. The rejection of claims 54 and 55 under 35 U.S.C. 1 1 2, second paragraph, as 
being indefinite is withdrawn in view of applicant's amendment to the claims. 

7. The rejection of claims 1 , 4, 1 1 , 20, 21 , 28-32, 38, 39, 41 , 51 -55, 59, 60 and 68 
under 35 U.S.C. 1 1 2, first paragraph as lacking enablement for claiming an antibody 
lacking all 6 CDRs is withdrawn in view of applicant's amendment to the claims. 

8. The rejection of claims 1 , 4, 1 1 , 20, 21 , 28-32, 37-41 , 51 -55, and 59 under 35 
U.S.C. 101 as being directed to non-statutory subject matter is withdrawn in view of 
applicant's amendment to the claims. 

Objections Maintained 

9. The objection to claim 4 is maintained for being dependent upon a withdrawn 
claim. 

10. Claims 38, 39, and 41 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. 
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Rejections Maintained/ NEW GROUNDS of Rejection 

Claim Rejections - 35 USC §112 

11. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

12. The rejection of claims 37 and 40 under 35 U.S.C. 1 1 2, first paragraph, as 
lacking enablement is maintained. 

The response filed May 5, 2008 has been carefully considered but is deemed not 
to be persuasive. The response states that the present specification discloses several 
antibodies that bind to the C-terminal domain of ApoE. Applicants identified an antibody 
having the heavy chain CDR1 , CDR2 and CDR3 sequences shown in SEQ ID NOS: 24, 
25 and 26, respectively and light chain CDR1 , CDR2 and CDR3 sequences shown in 
SEQ ID NOS: 33, 34 and 35, respectively, that binds to the C-terminal domain of ApoE. 
This antibody is referred to in their specification as "807A-M0028-B02" (see Table 8 at 
page 94, line 2). Applicants also produced affinity matured variants of this antibody, 
which variants retain the ability to bind to the C-terminal domain of ApoE. The CDR 
sequences of these affinity matured variants are described in Table 38 at page 144 of 
their specification and the sequences of selected variants are shown in Tables 43 and 
44 at pages 149-150 of their specification. 

Applicants' specification also discloses methods that may be used to obtain 
affinity matured variants (see page 28, line 2, to page 30, line 20) and describes how 
the affinity matured variants of an antibody having the heavy chain CDR sequences 
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shown in SEQ ID NOS: 24 to 26 and the light chain CDRs shown in SEQ ID NOS: 33 to 
35 were obtained (see Examples 38 and 39 at pages 82-89). 

The present specification thus provides sufficient disclosure that would enable 
the skilled artisan to make and/or use not only an antibody having the CDR sequences 
of SEQ ID NOS: 24 to 26 and the light chain CDR sequences of SEQ ID NOS: 33 to 35, 
but also to make and/or use affinity matured variants of these sequences that bind to 
the C-terminal domain of ApoE and to human plaques (see response page 16). 

In response to this argument, while applicant has amended claim 1 to recite an 
antibody comprising all 6 CDRs - 3 of the heavy chain and 3 of the light chain- and the 
examiner has withdrawn the enablement rejection for this claim and subsequent 
dependent claims. Claims 37 and 40 recite an antibody comprising the CDR regions of 
only the heavy chain or the light chain, thus only 3 CDRs. The specification does not 
disclose an antibody that comprises fewer than 6 CDRs. As set forth in the previous 
office action, the state of the art is such that an antibody comprising fewer than all 6 
CDRs would not be predicted to bind to antigen. 

Therefore after a fresh consideration of the claims and the evidence provided the 
rejection is maintained. 

1 3. The rejection of claim 60 under 35 U.S.C. 1 1 2, first paragraph, as lacking 
enablement is maintained. 

The response filed May 5, 2008 has been carefully considered but is deemed not 
to be persuasive. The response states that Huang et al teach that C-terminal truncated 
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forms of ApoE are present to a greater extent in brains of subjects affected by 
Alzheimer's disease than in normal brains. The present specification demonstrates that 
the C-terminal truncated forms of ApoE are present in plaques. Therefore, the 
antibodies of the claimed invention bind to ApoE in plaques. The bound antibodies 
would facilitate the destruction of the plaques as the plaques become coated with 
antibody, which will trigger direct destruction of the plaques by immune mechanisms 
such as complement-dependent cytotoxicity (CDC) or antibody-dependent cellular 
cytotoxicity (ADCC). For example, the antibody-coated plaques can be removed by 
phagocytosis, such as by internalization by microglia (see page 49, line 30, to page 50, 
line 19, of the specification). 

Applicants' specification demonstrates that the antibodies that bind to ApoE-CTD 
were able to stimulate phagocytic uptake of CTD-bearing beads by human macrophage/ 
microglia-like cells in a concentration-dependent fashion (see Example 32 at pages 78- 
79). Therefore, the present specification provides evidence that antibody binding to 
ApoE-CTD in amyloid plaques would facilitate removal of the plaques (see response 
pages 17-18) 

In response to this argument, the example pointed to by the applicant on pages 
49-50 of the specification is a generic hypothetical example and working example 32 on 
pages 78-79 of the specification describes an in vitro binding and phagocytotic assay. 
The examples do not provide evidence to support treatment of disease with the instantly 
claimed antibody. The specification does not disclose whether the binding of the 
antibody in vivo results in removal of existing plaques or inhibition of the formation of 
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new plaques. The specification does not disclose other amyloid disorders or models of 
other amyloid disorders. 

Therefore after a fresh consideration of the claims and the evidence provided the 
rejection is maintained. 

14. Claim 9 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention. 

The claim recites an antibody or antibody fragment according to claim 1 , wherein 
said polypeptide having the amino acid sequence of a part of SEQ ID NO: 1 comprises 
the sequence shown in SEQ ID NO: 2, SEQ ID NO: 5, SEQ ID NO: 7, SEQ ID NO: 9, 
SEQ ID NO: 10, SEQ ID NO: 12, SEQ ID NO: 13, SEQ ID NO: 14, SEQ ID NO: 15, 
SEQ ID NO: 16, SEQ ID NO: 17, SEQ ID NO: 18 or SEQ ID NO: 19. 

The specification discloses production of antibodies that specifically bind to the 
protein of SEQ ID No. 1 . The specification does not disclose antibodies that bind to the 
peptides of SEQ ID Nos. 2, 5, 7, 9, 10, 12-19. 

Although the specification teaches that variants can be readily screened, the 
specification and the claim do not provide any guidance on the structure of the 
polypeptide and what changes can or can not be made. For example, Lederman, et al. 
(Molecular Immunology, 1991 . Vol. 28, pages 1171-1181) disclose that a single amino 
acid substitution in a common allele ablates binding of a monoclonal antibody (see 
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entire document). Li et al (Proceedings of the National Academy of Sciences, 1980. 
Vol. 77, pages 321 1-3214) disclose dissociation of immunoreactivity from other 
activities when constructing analogs (see entire document). Further, Kokolus, et al. 
teach that a randomly selected oligopeptide from within a larger polypeptide molecule 
only rarely elicits a high titer, high affinity antibody response that reacts with the native 
molecule (column 4, lines 7-1 1 ). Thus, an antibody which binds to a polypeptide would 
not necessarily bind to the native protein and visa versa. 

There is insufficient evidence or nexus that would lead the skilled artisan to 
predict the ability to produce an antibody to a peptide that would bind the same 
structure as an antibody to a complete protein. The specification does not teach 
antibodies to the specific peptides of claim 9. 

In view of the lack of the predictability of the art to which the invention pertains, 
undue experimentation would be required to produce the claimed antibody with a 
reasonable expectation of success, absent a specific and detailed description in 
applicant's specification of how to effectively produce the antibody which binds both the 
specific peptides and the specific full length protein, commensurate in scope with the 
claimed invention. 

Conclusion 

1 5. Claims 1 , 1 1 , 20, 21 , 28-33, 51 -55, 59, 68, and 70 appear to be in condition for 
allowance. 

Claims 9, 37, 40, and 60 are rejected. 
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Claims 4, 38, 39, and 41 are objected. 

16. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ANNE M. GUSSOW whose telephone number is 
(571)272-6047. The examiner can normally be reached on Monday - Friday 8:30 am - 5 
pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on (571) 272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Anne M. Gussow 
July 30, 2008 

/David J Blanchard/ 

Primary Examiner, Art Unit 1643 



